Appl. No. 10/624,044 

Amendment dated 27 February 2006 

Response filed 26 May 2006 

Amendments to the Claims: 

Please cancel claims 35-43 and 48-52 without prejudice or disclaimer. 

This listing of claims will replace all prior versions, and listings, of claims in the application: 

Listing of Claims: 

1-43. (canceled) 

44. (currently amended) A transgenic mouse having a genome comprising e nt i r e ly human 
heavy and light chain immunoglobulin variable region gene loci , wherein the human heavy and 
light chain variable region loci replace mouse endogenous heavy and light chain 
immunoglobulin variable region gene loci, and the human heavy and light chain variable region 
loci are op e rablv linked to ent i re l y endogenous mouse heavy and light chain immunoglobulin 
constant region gene loci to form hybrid loci, whereby the hybrid loci rearrange during B-cell 
development such that the mouse produces a serum containing an antibody comprising-e 
human heavy and light chain immunoglobulin variable regions and a mouse heavy and light 
chain immunoglobulin constant regions in response to antigenic stimulation. 

45. (currently amended) A transgenic mouse having a genome comprising a human heavy 
and/or light chain immunoglobulin variable region gene locus Jeei op e rab l y li nk e d to 
e ndog e nous mous e i mmunog l obu l in constant reg i on gene l oci such that , wherein the human 
variable region locus replaces an endogenous mouse variable region locus, and the human 
variable region locus is linked to an endogenous mouse immunoglobulin constant region to form 
a hybrid locus, whereby the hybrid locus rearranges during B cell development such that the 
mouse produces a serum containing an antibody comprising a human immunoglobulin variable 
region and a mouse immunoglobulin constant region in response to antigenic stimulation. 

46. (currently amended) A The transgenic mouse of claim 44 or 45, conta i ning an wherein the 
endogenous immunogobulin variable region gene locus that has been replaced with an 
homologous or orthologous human variable region gene locus , such mouso be i ng produced by 
a method compris i ng: 

a) obtaining a l argo c l oned genomic fragm e nt gr e at e r than 20 kb conta i n i ng, i n whole or 

in part, the homologous or ortho l ogous human i mmunog l obu li n var i ab l e r e g i on g e n e locus; 
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b) us i ng bact e r i a l homo l ogous r e combinat i on to g e n e t i ca ll y mod i fy th e clon e d genom i c 

fragm e nt of (a) to cr e at e a l arg e targ e t i ng vector for us e i n th e i so l at e d mous e e mbryon i c stem 
c ell s, th e larg e targ e t i ng v e ctor hav i ng homo l ogy arms tota li ng gr e at e r than 20 kb; 

c) i ntroducing tho larg e target i ng vector of (b) i nto th e isolat e d mouso embryon i c stom 

c e l l s to r e p l ac e by homo l ogous r e comb i nation, in whol e or i n part, the endog e nous 
immunog l obu li n var i ab le region gene l ocus; and 

d) using a quant i tat i ve assay to d e t e ct mod i ficat i on of al l e le (MOA) i n th e mouso 

e mbryonic st e m c e l l s of (c) to ident i fy thos e mous e ombryonic st e m co ll s i n wh i ch th e 
endogenous i mmunog l obu li n var i ab le r e g i on gono l ocus has b ee n r e p l ac e d, i n who le or i n part, 
with th e homologous or ortho l ogous human i mmunoglobu li n variab l e reg i on g e n e locus; 

e ) i ntroduc i ng the mouso ombryon i c st e m c e l l s of (d) into a b l astocyst; and 

f) i ntroduc i ng th e blastocyst of (o) i nto a surrogat e moth e r for g e stat i on . 

47. (currently amended) The transgenic mouse of claim 44 or 45 ef4§ wherein the endogenous 
light chain immunoglobulin constant region gene locus is a th e i mmunog l obul i n variab l e region 
g e n e l ocus comprises on e or mor e l oc i s e l e ct e d from th e group consist i ng of: 

a) a var i ab le g e n e l ocus of tho kappa light chain locus} 

b) a var i ab l e gono l ocus of the l ambda li ght cha i n; and 

c) a variab le g e ne locus of th e h e avy cha i n . 

48-52. (canceled) 

53. (new) The transgenic mouse of claim 44 or 45, wherein the endogenous light chain 
immunoglobulin constant region gene locus is a lambda light chain locus. 
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